WO 00/37107 



1) 




-319- 



PCT/US99/30776 




rofecoxib, (4- (methylsulf onyl) phenyl] -3- 
phenyl-2 (5H)Y-£uranone, 



f 



H 2 N0 2 S v 




H 3 C .yr 

4- (5-methyl-3-phd|nylisoxazol-4- 
yl ) benzenesulf onamide , 
N- [ [4- (5-methyl-3-phenylisoxazol- 
4yl ] phenyl ] sulf onyl ] propanamide , 



T 



:CF 3 



C! 

4- [5- (4-chorophenyl) -3- (ferif luoromethyl) -1H- 
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13) 



14) 



PCT/US99/30776 



-321- 




OC 2 H 



2 n 5 




3- (3,4-dif luoroph&noxy) -5 , 5 -dimethyl -4- [4- 
(methylsulfonyl)ph\nyl] -2 (5H) -furanone, 



15) 




10 



O \ 

N- [ 6- [ (2 , 4-dif luorophenyQ.) thio] -2 , 3-dihydro-l- 
oxo-lH-inden^5-yl ] methandsulf onamide, 



WO 00/37107 



PCT/US99/30776 
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3- (4-chlorophenoxy) -4-\ j 

[ (methylsulf onyl) amino Jpenzenesulf onamide, 
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28) 



29) 



30) 



M4-f lu©rophenoxy) -4- 
(methyls\llf bnyl ) amino ] benzenesulf onamide , 



- [ (l-methyl-lH-Widazol-2-yl) thio] -4 
(methylsiilf onyl )\ amino] benzenesulf onamide, 



.0 




5, 5-dimethyl-4- [4- (methylsulf onyl) phenyl] -3 - 
phenoxy-2.(5H) -furanone, \ 



WO 00/37107 



31) 



N- [6- [ (4-e\hyl-2-thiazolyl) thio] -1, 3-dihydro- 
l-oxo-S-isobenzofurcinylJmethanesul^onamide, 



32) 




33) 




PCT/US99/30776 



3-{ (2, 4-dichloropnenyl) thio] -4- 
( (methylsulf onyl) amino] benzenesulf onamide # 



10 



WO 00/37107 



10 



36) 



4- [2- (3-pyridinyll) r 4- ( trif luoromethyl) -1H- 
imidazol-l-yl ] benzenesulf onamide , 



37) 



38) 




PCT/US99/30776 



4- [5- (hydroxymethyl) -3-phenylisoxazol-4- 
yl ] benzenesulf onamide , 



4- [3- (4-chlorophenyl) -2, 3-dilpydro-2-oxo-4- 
oxazolyl ] benzenesul f onamide , 
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10 



enyl-3 -pyridinyl ) benzenesulf onamide , 




PCT/US99/30776 



N- ( 2 , 3 -dihydro-l , 1 -dioxido- 6-phenoxy- 1,2- 
benzisothiazo A-5 -yl ) methane sulfonamide , and ■ 



N- [-3- (f ormylamino) - 4 -oxo- 6-phenoxy- 4H-1 - 
benzopyran-7-yl]methariesulf onamide, 
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-333- 



36. The method of Claim 1 wherein the 
cycloo7xygenase42 inhibitor is 2- (3 , 5-dif luorophenyl) -3- 
4- (methylsulfonwL) phenyl) -2-cyclopehten-l-one, 

37. ; The method of Claim 1 wherein the 
cyclooxygenase-2 inhibitor is 

H 2 N0 2 S v 




4^ [5- (4-methylphenyl) -3- ( trif luoromethyl) -1H- 
pyrazol-l-yl] -benzenesulfonamide . 
38. The method oc Claim 1 wherein the 
10 cyclooxygenase-2 inhibitor is 



rofecoxib, 4- (4- (raethylsulfonyl) phenyl] -3- 
phenyl-2 (5H) -furanine. 

15 39. The method of Claim\ 1 wherein the 

cyclooxygenase-2 inhibitor is 

H 2 N0 2 S v 



H3C 

4- (5-methyl-3-phenylisox^zol-4- 
yl ) benzenesulfonamide . 
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40. The metlhod of Claim 1 wherein the 
cyclooxygenase-2 inhibitor is N- [ [4- (5-methyl-3- 
phenylisoxazol-4yl jVhenyl ] sulf onyl ] propanamide . 

41 . The method of Claim 1 wherein the 
5 cyclooxygenase-2 inhibitor is 




CI 

4- [5- (4-choroihenyl) -3- (trif luoromethyl) -1H- 
pyra261e-l-yl]lbenzenesulfonamide. 
42. The method of Claim 1 wherein the neoplasia is 
10 selected from the group consisting of lung cancer, 

breast cancer, gastrointestinal- cancer, bladder cancer, 
■head and neck cancer and cervical cancer. 

43 . The method of CJlaim 1 wherein the neoplasia is 
selected from the group consisting of acral lentiginous 
15 melanoma/ actinic keratoses, adenocarcinoma, adenoid 

cycstic carcinoma, adenomas, adenosarcbma, adenosquamous 
carcinoma, astrocytic tumors, bartholin gland carcinoma, 
basal cell carcinoma, bronchial gland carcinomas, 
capillary,^ carcinoids, carcinoma, carcinosarcoma, 
20 cavernous, ciolangiocarcinomal chondosarcoma, choriod ' 
plexus papilloma/carcinoma, clear cell carcinoma, 
cystadenoma, endodermal sinus tumor, endometrial 
hyperplasia, endometrial stromal, sarcoma, endometrioid 
. adenocarcinoma,, ependymal, epitAeloid, Ewing's sarcoma, 
25 fibrolamellar, focal nodular hyperplasia, gastrinoma, 
germ cell tumors, glioblastoma, alucagonoma, 
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hemang ibla stomas , hemangioendothelioma, hemangiomas, 
hepatic adenVia, hepatic adenomatosis, hepatocellular 
carcinoma, insulinoma, intaepithelial neoplasia, 
interepithelial\ squamous cell neoplasia, invasive 
5 squamous cell carcinoma, large cell carcinoma, 

leiomyosarcoma, lentigo maligna melanomas, malignant 
melanoma, malignant mesothelial- tumors, medulloblastoma, 
medulloepithelioma,\ melanoma, meningeal, mesothelial, 
metastatic carcinoma, mucoepidermoid carcinoma, 
10 neuroblastoma, neuroepithelial adenocarcinoma nodular 
melanoma, oat cell carcinoma, oligodendroglial, 
osteosarcoma, pancrea&ic polypeptide, papillary serous 
adenocarcinoma, pineal\cell, pituitary tumors, 
plasmacytoma, pseudosajnc oma / pulmonary blastoma, renal 
15 cell carcinoma, retinoblastoma, rhabdomyosarcoma, . 

sarcoma, serous carcinoma, small cell carcinoma, soft. 
■ tissue carcinomas, ' soma tostatin-secreting tumor, 
squamous carcinoma, squamous cell carcinoma, . 
submesothelial, superficial spreading melanoma, 
20 undifferentiated carcinoma, \iiveal melanoma, verrucous 
carcinoma, vipoma, well differentiated carcinoma, and 
Wilm's tumor. 



44. The method of Claim 1\ wherein the matrix 
25 metalloproteinase inhibitor is Selected from compounds, 
and their pharmaceutically acceptable salts thereof, of 
the group consisting of: 



WO 00/37107 PCT/US99/30776 
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4) 
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u 
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5) 



H 3 C 




/ \ 



N-hydroxy-2 , 3 -flimethoxy- 6- [ [4- [4- 
(trif l\ioromethw)phenoxy] -1- 
piperidinyl] sulflonyl]benzamide; 



10 



15 



7) 



HOHN 




HCI 

. N-hydr oxy- 1 - ( 4 -pyr idi Ay lme thy 1 ) - 4 - [ [ 4 - [ 4 - 
( trif luoromethyl ) phenoxy] phenyl ] sulf onyl ] -4- 
piperidinecarboxamide dihydrochloride, 



P o. 



HOHN 




N-hydroxy-1- (3-pyridinylmethyl) -4- [ [4- [4- 
( trif luoromethyl) phenoxy] phenyl] sulf onyl] -4- 
piperidinecarboxamide dihydrocltLor ide , 



PCT/US99/30776 



-339- 



9 o. 



HOHN 




N-hydroxy-1- (2 Wf idinylmethyl) -4- [ [4- [4- 
(trif luoromethyl)phenoxy] phenyl] sulfonyl] ^-4- 
piperidinecarboj^amide mbnohydrochlqr ide , 



HOHN' 



= H 



British Biotech BB-2516 (Marimastat) ,' N4-[2,2- 
dimethyl- 1- [ (methylakino) carbonyl ] propyl ] - 
Nl,2 -dihydroxy-3 (2-iritethylpropyl) [2S- 
[N4(R*), 2R*,3S*]]-), 



WO 00/37107 



10) 



-340- 



PCTAJS99/30776 



11) 



Bayer Ag Bay-12 r 9566, 4- [ (4 1 -chloro [1, 1 ' 
iphenyl]- 4-yl)oxy]-2- 
[ (phenylthio) methyl Jbutanoic acid, 

HOHN 



10 



15 



Agouron Pharmaceutical^ AG-3340, N-hydroxy-2,2 
dimethyl-4-[ [4- (4- 
pyridinyloxy) phenyl ] sulfionyl] 3- 
thi omorpho 1 inecarboxamide , 

12) CollaGenex Pharmaceutical^ CMT-3 (Metastat) , 
6 -deme thy 1 - 6 -deoxy- 4 - 
dedimethylaminotetracyclini, 

13) Chiroscience D-2163, 2- [1^- ([(2R,S)- 
acetylmercapto- 5- phthalimldo]pentanoyl- L- 
leucyl) amino- 3- methylbutylu imidazole, 



-341- 



PCT/US99/30776 



HOHP 




N-hydroxy-4- K[4- ( phenyl thio) phenyl] sulf onyl] ■ 
1- ( 2 -propynyl X-4-piperidinecarboxaihide 
monohydrochloride, 



HOHN 




N-hydroxy-1- (2-methoWethyl) -4- [ [4- [4 
( trif luoromethoxy) phtenoxy] phenyl] sulf onyl] -4- 
piperidinecarboxamide taonohydrochloride , 



O Q 



HOHN 




N-hydroxy-1- (2^methoxyethyl^-4- 1 [4- [4- 
(trif luoromethyl)phenoxy]phdpyl] sulf onyl] -4- 
piper idinearboxamide , 
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17) 



10 



18) 



19) 



HOH 



l-cyclopropylAjjj-hydroxy-4- [ [4 - [4- 
( trif luoromethul)phenoxy] phenyl] sulf onyl] -4- 
piperidinecarboxamide monohydrochloride , 



15 




4- [ [4- (cyclohexylthio)phenyl] sulf onyl] -N- 
hydr oxy- 1 - ( 2 -propynyl ) -\4 -piper idinecarboxamide 
monohydrochloride , 



HOHN 



4- [[4- (4- • , 

chlorophenoxy ) phenyl] sulf onyU] tetrahydro-N- 
hy dr oxy - 2 H -pyr an - 4 - c arboxamiqe , 
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20) 



HOHN* 



V 





OCH, 



21) 



N-hydroxy-4- [ m- (4- 

methoxyphehoxyVphenyl) sulfonyl] -1- £2- 
propynyl ) -4 -pipferidinecarboxamide , 



HOHN 




l-cyciopropyl-4- t [4H (4- 

f luorophenyl) thiolpHenyl] sulf onyl] -N-hydroxy- 
4 -piperidinecarboxams.de, 



22) 



HOHN 



9 O x o] 





N 



l-cyclopropyl-N-hydroxy44-[ [4- 
(phenyl thio) phenyl ] sulf o\iyl ]-4- 
piper idinecarboxamide , 
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-344- 



23) 



° 0 o 
iOHN >C- 





10 



tetrahydrd-N-hydro^-4- [ [4- (4- 

pyr idinyltftio ) phenyl ] sul f onyl ] -2H-pyran-4 - 

carboxamidei and 



24) 




HOHN* 



tetrahydro-N-hyfaroxy-4- [ [4- [4- 
( trif luoromethyi) phenoxy ] phenyl ] sul f onyl ] -2H- 
pyran-4-carboxamn.de . 
45. . The method of Claim 1 wherein the matrix 
metalloproteinase inhibitor^is ■ 

XF 3 




HC1 N 




15 



CH 3 



N-hydroxy-1- (4-methylAienyl) -4- [ [4- [4- 
( trif luoromethyi )pheno*y] phenyl] sulf onyl] -4- 
piperidinecarboxamide monohydrochloride . 
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-345- 

46.* The metftod of Claim 1 wherein the matrix 
metalloproteinase inhibitor is 



HQ N 

1 - eye lopr opy 1 -ta-hydroxy- 4t[[4-[4- ) 
(trif luorometh(\xy) phenoxy] phenyl ] sulfonyl] -4- 
piperidinecarboJfamide monohydrochloride . 
47. The method of Clfeim 1 wherein the matrix 
metalloproteinase inhibitoi is 



,0 



9 Q. 




HCi N 




N-hydroxy-1- (phenylmetthyl ) -4- [ [4 - [4- 
(trif luoromethoxy)phenpxy] -1- 
piperidinyl] sulf onyl] -^-piperidinecarboxaraide 
monohydrochloride . 
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48. The method of Claim 1 wherein the matrix 
metalloproteinase inhibitor is 



„CF a 



HC1 \ N 



49. 



h 3 ct 

N-hydroxyrl- (4-pVridinylmethyl) -4- [ [4- [4- 
(trif luoromethylAphenoxy] phenyl] sulfonyl] -4- 
piperidinecarboxamide dihydrochloride . 
The method of Claim 1 wherein the matrix 



metalloproteinase inhibitor As 



10 




N- hydroxy -2 , 3rdimethoxy-6- [ [4- [4- 
{trif luoromethyDphenoxW] -1- 
piperidinyl] sulf onyl]befcz amide. 
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50. The methodk of Claim 1 wherein the matrix 
metalloproteinase inhibitor is 



HOHN' 



HCI 



HCI 



{ 



51. 



N-hydroxy-1- (4-py3lidinylmethyl) -4- [ [4 - [4- . • 
(trifluoromethyl)pnenoxy] phenyl] sulf onyl] -4- 
piperidinecarboxamide dihydrochloride . 
The method of Claiml 1 wherein the matrix 



metalloproteinase inhibitor is 



10 



9 o: 



HOHN' 



HCI 



15 



HCI 

N-hydroxy-1- (3-pyridinylAethyl) -4- [ [4- [4- 
(trifluoromethyl)phenoxy] phenyl] sulf onyl] -4- 
piperidinecarboxamide dihMdrochloride . 
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-348- 

52. The method of\ciaim 1 wherein the matrix 
metal loproteinase inhibitor is 



HOHI 



15 




N-hydroxy-1- (2-pyrMinylmethyl) -4- [ [4- [4- 
( trif luoromethyl ) phfenoxy ] phenyl ] sulf onyl] -4- 
piperidinecarboxamiae monohydrochloride . 
53. The method of Claim 1 wherein the matrix 
10 metalloproteinase inhibitor is 



HOHN 

British Biotech BB-25l\6 (Marimastat) , N4-[2,2- 
dimethyl- 1- [ (methylamino) carbonyl] propyl 
Nl,2 -dihydroxy-3 (2- i^ethylpropyl) -, [2S- 
[N4(R*);2R*,3S*J]-). 
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-349- 



54. The method of Claim i wherein the matrix 
metalloproteinase inhibitor is 



HO. 



"CI 

Bayer Ag Bay-12-b566, 4- [ (4 • -chloro [1, 1 ' - 
iphenyl]- 4-yl) oxy] -2- 
t (phenyl thio) methyl Jbutanoic acid. 
55. The method of Claatai 1 wherein the matrix 
metalloproteinase inhibitor is 



10 



HOHN^O ' 




Agouron PharmaceuticaiLs AG-3340, N-hydroxy- 
2, 2-dimethyl-4- [ [4- (4^ 
15 pyridinyloxy) phenyl ] siiLfonyl ] - 3- 

thiomorpholinecarboxam^de . 
56. The method of Claim 1 Wherein the matrix 
metalloproteinase inhibitor is Co\laGenex 
Pharmaceuticals CMT-3 (Metastat) , ^-demethyl-6-deoxy-4- 
2 0 dedimethylamino tetracycline . 
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57 . The method of Claim 1 wherein the matrix 
metalloproteinase inhibitor is Chiroscience D-2163 , 2- 
[1S- ([(2R,S)- acetylAercapto- 5- phthalimidojpentanoyl- 
L- leucyl) amino- 3- me^hylbutyl] imidazole. 

5 

58. A method for treating or preventing a 
neoplasia disorder in a Aammal in need of such treatment 
or prevention, which method comprises administering to 
said mammal a therapeutically-ef f ective amount of a ^ 

.10 combination of radiation, k cyclooxygenase-2 inhibitor, 
a matrix metalloproteinase unhibitor, . and an 
antineoplastic agent, wherein said antineoplastic agent 
is selected from the group consisting of anastrqzole, 
calcium carbonate, capecitabine, carboplatin, cisplatin, 

15 Cell Pathways CP-461, docetasfel, doxorubicin, etoposide, 
fluorouracil (5-FU), fluoxymefe trine, gemcitabine, 
goserelin, irinotecan, ketocorlazole, letrozol, 
leucovorin, levamisole, megestkol, mitoxantrone, 
paclitaxel, raloxifene, retinolc acid, tamoxifen, 

20 thiotepa, topotecan, toremifend, vinorelbine, 

vinblastine, vincristine, selenium (selenomethionine), 
ursodeoxycholic acid, sulindac dulfone, exemestane and 
ef lornithine (DFMO) . 

> . 

25 59. The method of Claim 58 ^herein the combination 

, is administered in a sequential manner. 



30 



60. ■ The method of Claim 58 wnerein the combination 
is administered in a substantially ^simultaneous manner. 
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61. The method of Claim 58 wherein the 
antineoplastic agent is capecitabine . 

62. The method\of Claim 58 wherein the 
5 antineoplastic agent us carboplatin. 

63. The method o£ Claim 58 wherein the 

antineoplastic agent is cisplatin. 

V * ' 

10 64. The method ofl Claim 58 wherein the 

antineoplastic agent islCell Pathways CP-4 61. 

65. The method of Claim 58 wherein the 
antineoplastic agent is qlocetaxel . 

15 

66. The method of dlaim 58 wherein the 
antineoplastic agent is doxorubicin. 

67. The method of Clkim 58 wherein the 
20 antineoplastic agent is etpposide. 

68. The method of Claum 58 wherein the 
antineoplastic agent is f luoxymestrine . 

25 69. The method of Claim 58 wherein the 

antineoplastic agent is gemcitabine. 

70. The method of Claim! 58 wherein the 
antineoplastic agent is goseralin. 



30 



: 71. The method of Claim 58 wherein the 
antineoplastic agent is irinotacan. 
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-3.52- 
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72. The metihod of Claim 58 wherein the 

antineoplastic agm.t is ketoconazole. 

5 73. The method of Claim 58 wherein the 

antineoplastic agent\is letrozol. 



74. The. method qf 'Claim 58 wherein the. 
antineoplastic agent is leucovorin. 



10 



75. The method of \ Claim 58 wherein the 
antineoplastic agent is Alevamisole. 

76. The method of OLaim 58 wherein the 
15 antineoplastic agent is magestrql. 

77. The method of ClaHLm 58 wherein the 
antineoplastic agent is mit&xantrone. 

20 78. The method of ClaiA 58 wherein the 

antineoplastic agent is pacliltaxel. 

79. The method of Claim 158 wherein the 
antineoplastic agent is raloxifene. 

25 

80. The method of Claim sip wherein the 
antineoplastic agent is retinoid acid. 

, 81. The method of Claim 58 Wherein the 
30 antineoplastic agent is tamoxifen) 
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82. The method of Claim 58 wherein the 
antineoplastic agent is thiotepa. 

83. The method of Claim 58 wherein the 
5 antineoplastic agent is topotecan. 

84 . The methdd of Claim 58 wherein the 

antineoplastic agent is toremifene. 

\ * 

10 , 85. The method! of Claim 58 wherein the 

. antineoplastic agent I is vinorelbine. 

86. The method bf Claim 58 wherein the 
antineoplastic agent \s vinblastine. 

15 

87 . The method cif Claim 58 wherein the 
antineoplastic agent ik vincristine. 

88. The method of \ Claim 58 wherein the 
20 antineoplastic agent is \selenium (selenomethionine) 

89. The method of dlaim 58 wherein the 
antineoplastic agent is sulindac sulfone. 



25 90. The method of Claim 58 wherein the 

antineoplastic agent is enlornithine (DFMO) . 
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91. The method if Claim 58 wherein -the , 
cyclooxygenase-2 inhibitor is selected from compounds, 
and their pharmaceutica\.ly acceptable salts thereof, of 
the group consisting 
5 1) 



10 



15 



2) 



3) 



4) 



Lcau.i 

of A 



JTE-522, 4-(4- 
2- 




<:yclohexyl-2-methyloxazol-5-yl) ■ 



f luorobenz ene ssul f onamide 



5-chloro-3- (4- fciethylsulfonyl) phenyl) -2- 
(methyl-5-pyridjLnyl ) pyridine , 

2- (3 , 5-dif luororthenyl) -3-4- 

(methylsulf onyl Hphenyl ) -2 -cyclopenten- 1-one , 



H 2 NObS 




4- [5- (4-methylphenMl) -3- ( trif luoromethyl) -1H- 
pyrazol-l-yl] -benzehesulf onamide, 



WO 00/37107 



-355- 
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5) 



HjCQjS 




10 



6) 



7) 



8) 




rofecoxib, 4V- (4- (methylsulf onyl) phenyl] -3- 
phenyl-2 (5H) 4furanone, 



H 2 N0 2 S 




H 3 C -o' 

4- (5-methyl-3-phinylisoxazol-4- . 
yl ) benzenesulf qnamide , 
N- [ [4 - (5~methyl-3Wphenylisoxazol- 
4yl ] phenyl ] sulf onyl ] propanamide , 



r 

o=s> 

4 



-CF 3 



CI 

4- [5- (4-chorophenyl) -3v {trif luoroniethyl) -1H- 
pyrazole-l-yl] benzenesiALf onamide. 
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-356- 
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-357- 
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17) 



18) 



19) 



20) 




4- [3- (4-f ludrophenyl) -2 , 3-dihydro-2-oxo-4- 
oxazolyl ] benfeenesulf onamide , ( 



HaCOjS 




3- [4- (methylsulfionyl) phenyl] -2-phenyl-2- 
cyclopenten-l-on4, 



f>-CH3 



H 2 M 



//\\ 



OX} 1 

4- (2-methyl-4-phenylV5- 
oxazolyl ) benzenesulf onamide , 



15 



3 - { 4 - f luor opheny 1 ) - 4 - [ 4 - 
(methylsulf onyl) phenyl] -2 (3ta) -oxazolone, 



WO 00/37107 PCT/US99/30776 




4- [i-phenyl-3- (trif luoroirtethyl) -lH-pyrazol-5- 
yl]benzenesulfonamide, \ 



15 
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-360- 
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-361- 




-362- 
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5 , 5 -dimeth\l-4 - [ 4 - (methylsulf onyl ) £>henyl]-3- 
phenoxy-2 (5H) -furanone, 



NHS0 2 CH 3 



CH 3 



N- [6- [ (4-ethyl-2Athiazolyl) thio] -1,3-dihydro- 
1 -oxo-5 - isbbenzofVrany 1 1 methanesulf onamide , 




II 



^S=( 
H 2 N^ \V 

3- [ (2 , 4-dichlorophenyll thio] -4- 
[ (methylsulf onyl) amino Jtoenzenesulf onamide , 
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10 



33) 




l-fluoro-4-t2-[4- 

(methylsulf o\yl ) phenyl ] cyclopenten-1- 
yl] benzene, 



34) 




35) 



CHF 2 



4- [5- (4-chlorophenyl\ -3- (dif luoromethyl) -1H- 
pyrazol-l-yl ] benzenesVlf onamide , 




3 - [ 1 - [ 4 - (me thylsul f onyl ) phenyl ] -4 - 
( trif luoromethyl j -lH-imidazolV2 -yl ] pyridine , 
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10 



42) 



43) 



44) 



4 - ( 2 -phenyl - 3 Vpyr idinyl ) benzenesul f onamide , 




N- (2,3-dihydro-l, l-Viioxido-6-phenoxy-l, 2- 
benz i so thiaz ol - 5 -y 1 )We thanesul f onamide , and 



N- [3- (f ormylamino) -4-oxp-6-phenoxy-4H-l- 
benzopyran-7 -yl J methanesultonamide , 
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93. . The method of Claim 58 wherein, the 
cycloo7xygenase-2 inhibitor is 2- (3 , 5-dif luorophenyl) -3- 
4- (methylsulf onyDplknyl) -2-cyclopenten-l-one . 

94. The methoa of Claim 58 wherein the 
cyclooxygenase-2 inhibitor is . 

H 2 N0 2 S 



10 



4 - [5 - (4-methylphWiyl) -3- ( trif luoromethyl) -1H- 
pyrazol-l-yl] -beAzenesulfonamide. , 
95. The method of Claim 58 wherein the 
cyclooxygenase-2 inhibitor 



rof ecoxib, 4- (4- (methVlsulfonyl) phenyl] -3- 
phenyl-2 ( 5H) -f uranone \ 

15 96. The method of Claim 58\ wherein the 

cyclooxygenase-2 inhibitor is 

H 2 N0 2 S v 



H 3 C 

4- (5-methyl-3-phenylisoxazol\-4- 
yl ) benzenesulf ohamide . 



WO 00/37107 



PCT/US99/30776 



-369- 



97. 



The metttpd of Claim 58 wherein the 



cyclooxygenase-2 inhibitor is N- [ [4- ( 5 -methyl- 3- 
phenylisoxazol-4yl]phtenyl] sulf ony 1 ] pr opanamide . 
98. The method \of Claim 58 wherein the 



5 



cyclooxygenase-2 inhibitor is . 




i y-cF 3 



4- [5- (4-choropheAyl) -3- { trif luoromethyl) -1H- 



pyrazole-l-yl]benfeenesulfonamide. 
99. The method of Claik 58 wherein the neoplasia 
10 is selected from the group consisting of lung cancer, 



head and neck cancer and cervical cancer. 

100. The method of Claim\58 wherein the neoplasia 
is selected from the group consisting of acral 

15 lentiginous melanoma, actinic keratoses, adenocarcinoma, 
adenoid eyes tic carcinoma, adenomas, adenosarcoma, 
adenosquamous carcinoma, astrocytic tumors, bartholin 
gland carcinoma, basal cell carcinoma, bronchial gland 
carcinomas, capillary, carcinoids\ carcinoma, 

20 carcinosarcoma, cavernous, cholangdLocarcinoma, 

chondosarcoma, choriod plexus papilloma /carcinoma, clear 
cell carcinoma, cystadenoma, endodermal sinus tumor, 
endometrial hyperplasia, endometrial stromal sarcoma, 
endometrioid adenocarcinoma, ependymil, epitheloid, 

25 Ewing's sarcoma, f ibrolamellar, focal\ nodular 

hyperplasia, gastrinoma, germ cell tumors, glioblastoma, 



breast cancer, gastrointestinal cancer, bladder cancer, 



WO 00/37107 PCT/US99/30776 
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glucagonoma , hemanbiblas tomas , hemangioendothelioma , 
hemangiomas, hepat^p adenoma, hepatic adenomatosis, 
hepatocellular carcinoma, insulinoma, intaepithelial 
neoplasia, interepitnelial squamous cell neoplasia, 
5 invasive squamous celA carcinoma, large cell carcinoma, 
leiomyosarcoma/ lentigo maligna melanomas, malignant 
melanoma, malignant mespthelial tumors, medulloblastoma, 
medulloepithelioma, melanoma, meningeal, mesothelial, 
metastatic carcinoma, mutoepidermoid carcinoma, 

10 neuroblastoma, neuroepithelial adenocarcinoma nodular • 
melanoma, oat cell carcinWa, oligodendroglial, 
osteosarcoma, pancreatic polypeptide, papillary serous 
adenocarcinoma, pineal celiL, pituitary tumors, 
plasmacytoma, pseudosarcomi, pulmonary blastoma, renal 

15 cell carcinoma, retinoblastoma, rhabdomyosarcoma, 

sarcoma, serous carcinoma, small cell carcinoma, soft 
tissue carcinomas, somatostafcin-secreting tumor, 
squamous carcinoma, squamous \cell carcinoma, 
submesothelial, superficial spreading melanoma, 

20 undifferentiated carcinoma, uvteal melanoma, verrucous 
carcinoma, vipoma, well differentiated, carcinoma, and 
Wilm's tumor. \ 



WO 00/37107 



PCTAJS99/30776 



-371- 



101. The method bf Claim 58 wherein the matrix 
metalloproteinase inhibitor is selected from compounds, 
and their pharmaceutica\ly acceptable salts thereof, of 
the group consisting of: 

1) 



10 



2) 



HC1 



0H \ 

N-hydroxy-1- ( 4 -me thylphenyl ) -4 - [ [ 4 - [ 4 - 
( trif luoromethyl ) pftenoxy ] phenyl ] sulf onyl ] -4 - 
piperidinecarboxamike monohydrochloride, 



HC1 N 



15 



1-cyclopropyl-N-hydroxy-^- [ [4- [4- 

{ trif luoromethoxy ) phenoxv] phenyl ] sulf onyl ] -4- 

piper idinecarboxamide monohydrochloride , 



WO 00/37107 



PCT/US99/30776 



-372- 



3) 




10 



4) 



N-hydroxy-1- (pheiWlmethyl) -4- [ [4- [4- 
(trif luoromethoxyXphenoxy] -1- 
piperidinyl] sulf onyl] -4-piperidinecarboxamide 
monohydrochlor ide , 




N-hydroxy-1- (4-pyridinylmethyl) -4- [ [4 - [4- 
(trifluoromethyl)phenoxy]phebiyl]sulfonyl] -4- 
piperidinecarboxamide dihydrachloride, 



PCT/US99/30776 



-373- 




H 3 C 

N-hydroxy-2, 3^imethoxy-6- [ [4 - [4- 
(trif luoromethyl)phenoxy] -1- 
piperidinyl ] sulttonyl] benzamide, 



CF 3 



HOHN' 



1C\ 



HCI 



N-hydroxy-i- (4-pyricknylmethyl) -4- [ [4- [4- 
(trif luoromethyljphenoxy] phenyl] sulfonyl] -4- 
piperidinecarboxamide\ dihydrochloride, 



HOHN' 



N-hydroxy-1- (3-pyridinyimdthyl) -4- [ [4- [4- 
(trifluoromethyl)phenoxy] phenyl] sulfonyl] -4- 
piperidinecarboxamide dihydrochloride, 



-374- 



PCT/US99/30776 




HCI 



f.. 



N -hydroxy- 1- (2-pyridinylmethyl) -4- [ [4- [4- 
{trif luoromethyl)phenoxy] phenyl] sulfonyl] -4- 
piperidinecarboxamide\ monohydrochloride, 



HOHN* 



H ft 



OH 0 



'CHa 



British Biotech BB-2516 (Ifarimastat) , N4-[2,2- 
dime thy 1 - 1 - [ ( me thy lamino ) qarbony 1 ] propyl ] - 
Nl,2 -dihydroxy-3 (2-methyl^ropyl) -, [2S- 
[N4(R*),2R*,3S*]]-), 



WO 00/37107 



10) 



-375- 



HO 



# 



PCT/US99/30776 




11) 



TCI 

Bayer Ag Bay-1^-9566. 4-[(4'-chloro[l,l'- 
iphenyl]- 4-yl)4xy]-2- 
[ (phenyl thio) methyl] butanoic acid, 

HOHN 



Agouron " Pharmaceuticals AG-3340, N-hydroxy-2 , 2 
10 . , ' dimethyl-4- [ [4- (4- 

pyridinyloxy ) phenyl ] suhf onyl ] 3- 
thiomorpholinecarboxamiue, 

12) CollaGenex, Pharmaceuticals CMT-3 (Metastat) , 
: 6 -deme thy 1 - 6 -deoxy- 4 - 

15 dedimethylaminotetracycline, 

13) Chiroscience D-2163, 2- [As- ([(2R,S)- 
* acetylmercapto- 5- phthaliiriidolpentanoyi- L- 

leucyl) amino- 3- me thy lbutMl]. imidazole, 



WO 00/37107 



10 



.14) 



15) 



16) 



PCI7US99/30776 



-376- 



HOHN 



N-hydroxy-4- { [4- ( phenyl thio) phenyl] sulfonyl] • 
1 - { 2 -propyny 1 ) -4 -piper idinecarboxamide 
monohydrochlor iqe , 

O 0 t 

x V 

HOHN^><~ v 



15 




N-hydroxy-1- (2-methox}tethyl) -4- [ [4 - [4 
( trif luoromethoxy ) phenoxy] phenyl ] sulfonyl ] -4- 
piperidinecarboxamide mpnohydrochloride, 



HOHN 



N-hydroxy-1- (2-methoxyethyl) -4- [ [4- [4- 
( trif luoromethyl ) phenoxy] pheny\] sulfonyl ] -4- 
piper idinearboxamide , 



WO 00/37107 



17) 



HOHN' 



-377- 



9\o, 



PCT/US99/30776 



\hc\ 



10 



18) 



19) 



l-cyclopropyl-N-h^droxy-4- [ [4 - [4- 
(trif luoromethyl) pnenoxy] phenyl ] su=Lf onyl] -4- 
piperidinecarboxamifle monohydrochloride , 



9 Q 



HOHN' 



*N' 



4- [ [4- (cyclohexylthio) phenyl ] sulf onyl ] -N- 
hydroxy-1- (2-propynyl) -4-J>iperidinecarboxamide 
monohydrochloride. 



0 ° v o 



HOHN' 



15 



4-[[4-(4- 

chlorophenoxy /phenyl] sulf on^tl] tetrahydro-N- 
hydroxy-2H-pyran-4 -carboxamide , 



-378- 



PCT/US99/30776 



$ °v O 
HOHN'\ X' 




OCH, 



N-hydroxy-4- [ [4- (4- 
methoxyphenoxy) phenyl ) sulf onyl] -If (2- 
propynyl) -4-piperidinecarboxamide, 



HOHN 




O O 

A 

l-cycloprppyl-4- [ [4-V(4- 
f luorophenyl ) thio ] phehyl ] sulf onyl ] -N-hydroxy- 
4-piperidinecarboxamide, 



HOHN^X^ 




N 

A 

1 - eye lopropy 1 -N-hydr oxy- 4 - \ [ 4 - 
(phenyl thio) phenyl] sulf onyl! -4- 
piper idinecarboxamide , 



WO 00/37107 



PCT/US99/30776 



-379- 



23) 



9 0, 




24) 



HOHh 



t etrahydro-N-hvdroxy-4 - [ [ 4 - ( 4 - 
pyridinylthio) phenyl] sulf onyl] -2H-pyran-4- 
carboxamide, and\ 



0 0 „ 
HOHN^>< 



Or 




10 



tetrahydro-N-hydroxy-4- [ [4- [4- 
( trifluoromethyl ) pheboxy] phenyl ] sulf onyl ] -2H- 
pyr an- 4 - c arboxamide . 
102. The method of Claim !f>8 wherein the matrix 
metalloproteinase inhibitor is 




XT 



15 



N^hydroxy-1- (4-methylphenylY) -4- [ [4 - [4- 
( trif luoromethyl ) phenoxy ] phenyl ] sulf onyl ] -4 - 
piperidinecarboxamide monohyphrochloride . 



WO 00/37107 



PCT/US99/30776 



-380- 



103. The method\of Claim 58 wherein the matrix 
metalloproteinase inhibitor is 




HC1 \ N 

l-cyclopropyl-N-hydroxy-4- [ H-^- 
ftrif luoromethoW)phenoxy]phenyl] sulf onyl] -4- 
piperidinecarboxamide monohydrochloride. 
104. The method of C]kim 58 wherein the matrix 
metalloproteinase inhibitor is 



10 




HC1 N 




N-hydroxy-1- (phenyliAethyl) -4 - [ [4- [4- 
( tr i f lubromethoxy ) phtenoxy ] - 1 - 
piper idinyl ] sul f onyl j^- 4 -piper idinecarboxaraide 
monohydrochloride . 



WO 00/37107 



PCT/US99/30776 



-381- 

105. The method\of Claim 58 wherein the matrix 
metalloproteinase inhibitor is 




106, 



N-hydroxy-1- ( 4 -ityridinylmethyl ) -4 - [ [ 4 - [ 4- 
(trif luoromethylb phenoxy] phenyl ] sulfonyl] -4- 
piperidinecarboxAmide dihydrochloride . 
The method of ClMim 58 wherein the matrix 



metalloproteinase inhibitor 



10 




N-hydroxy-2, 3-dimethdxy-6- [ [4- [4- 
( trif luoromethyl ) phenfcxy] -1- 
piperidinyl ] sulf onyl ] Aenzamide . 



WO 00/37107 



PCT/US99/30776 



-382- 

107. The method of Claim 58 wherein the matrix 
metal loproteinase inhibitor is 



HOHN 



9X v 



HCI 




N-hydroxy-1- (4-pyriidinylmethyl) -4- [ [4- [4- 
(trif luoromethyDpkenoxy] phenyl] sulfonyl] -4- 
piperidinecarboxamMe dihydrochloride . 
108. The method of Claim\58 wherein the matrix 
metalloproteinase inhibitor if 



10 




HCI 



15 



HCI 



N-hydroxy-1- (3-pyridinyllhethyl) -4- [ [4- [4- 
{ tr i f luoromethyl ) phenoxy Jtohenyl ] sulfonyl ] .-4 - 
piper idinecarboxamide dihydrochioride . 



WO 00/37107 



PCT/US99/30776 



-383- 

109. The method Jtf Claim 58 wherein the matrix 
metalloproteinase inhibitor is " 



9 O, 



HOHfl 





\N HCI 

5 \ 

N-hydroxy-1- (2-pyikdinylmethyl) -4- [ [4- [4- 
(trifluoromethyl)pkenoxy] phenyl ] sulfonyl] -4- 
piperidinecarboxamMe monohydrochloride . 
110. The method of Claim! 58 wherein the matrix 
10 metalloproteinase inhibitor il 



HOHN 



- N vA N .CH 3 

oh lb H 



15 



British Biotech BB-251S (Marimastat) , N4-[2,2- 
dimethyl- 1- [ (methylamiho) carbonyl ] propyl ] - 
Nl,2 -dihydroxy-3 (2- m^thylpropyl ) - , [2S- 
[N4{R*),2R*,3S*]]-). 



WO dO/37107 PCT/US99/30776 

-384- 

111. The methocKof Claim 58 wherein the matrix 
metalloproteinase inhibitor is 



HO. 



Bayer Ag Bay-1249566, 4- [ (4 1 -chloro [1, 1 1 - 
iphenyl]- 4-yl) obey] -2- 
[ (phenyl thio) methyl ]butanoic acid. 
112. The method of CIMim 58 wherein the matrix 
metalloproteinase inhibitor! is 



10 



HOHN 



Agouron Pharmaceuticals AG-3340, N-hydroxy- 
2,2-dimethyl-4-[ [4-(4- 
15 pyridinyloxy) phenyl ] sulfonyl ] - 3- 

thiomorpholinecarboxamide . 

113. The method of Claim 58 Wherein the matrix 
metalloproteinase inhibitor is CoilaGenex 
Pharmaceuticals CMT-3 (Metastat) , \ - deme thy 1 - 6 - deoxy- 4 - 

20 dedimethylaminotetracycline . 

114. The method of Claim 58 whferein the matrix 
metalloproteinase inhibitor is ChirAscience D-2163, 2- 



WO 00/37107 



PCT/US99/30776 



-385- 

[1S- ( [ (2R,S) - acetyimercapto- 5- phthalimidojpentanoyl- 
L- leucyl) amino- 3- mathylbutyl] imidazole. 

115. A combination comprising a cyclooxygenase-2 
inhibitor, a matrix metlalloproteinase inhibitor, and an 
antineoplastic agent, wherein said antineoplastic agent 
is selected from the group consisting of anastrozole, 
calcium carbonate, capecitabine, carboplatiri, cisplatin, 
Cell Pathways CP-461, docetaxel, doxorubicin, etoposide, 

10 fluorouracil (5-FU), f luo^ymestrine, gemcitabine, 
goserelin, irinotecan, ketbconazole, ,letrozol, 
leucovorin, levamisole, megestrol, mitoxantrone, t . 

paclitaxel, raloxifene, retJinoic acid, tamoxifen, 
thiotepa, topotecan, toremipene, vinprelbine, 
15 vinblastine, vincristine, sfelenium (selenomethionine), 
ursodeoxycholic acid, sulinqac sulfone, exemestane and 
eflornithine (DFMO) . 

116. The combination o& Claim 115 wherein the 
20 cyclooxygenase-2 inhibitor is\ selected from compounds, 

and their pharmaceutically acceptable salts thereof, of 
the group consisting of: 
1) 



25 



H 2 N. 
A 



o 



JTE-522, .4- (4-cyclohexy]\-2-methyloxazol-5-yl) • 
2 - f luo r obenz ene su 1 f onamiiie , 



WO 00/37107 



PCT/US99/30776 



10 



2) 



3) 



4) 



-386- 



5-chloro-3-V4- (methylsulf onyl) phenyl) -2- 
( methyl - 5 -pyridinyl ) pyridine , 

2- (3 , 5-dif luotophenyl) -3-4- 

(methylsulf onvl ) phenyl ) -2 -cyclopenten- 1-one , 



NO2S 




CF 3 



4- [5- (4-methylphenyl) -3- (trif luoromethyl) -1H- 
pyrazol-l-yl] -behzenesulfonamide, 



5) 



15 



6) 



rof ecoxib, 4- (4- (methylsulfonyl) phenyl] -3- 
phenyl-2 (5H) -furanope, 

H2NO2SJ 



H 3 cr XT 

4- (5-methyl-3^phenylifeoxazol-4- 
yl ) benzenesulf onamide ] 



WO 00/37107 



PCT/US99/30776 



10 



7) 



8) 



9) 



10) 



11) 



-387- 

N- [ [4- (5Vmethyl-3-phenylisoxazol- 
4yl ] phenyl ] sul f onyl ] propanamide , 



4- [5- (4 7 choropkenyl) -3- ( trif luoromethyl) -1H- 
pyra2ole-l-yl]Henzenesulfbnamide, • 




6- [ [5- (4-chlorobenzoyl) -U, 4-dimethyl-lH- 
pyrrol-2-yl]inethyl] -3 <2h\ -pyridazinone, 



WO 00/37107 



12) 



PCT/US99/30776 



-388- 



NHS0 2 CH 3 
.0. 



13) 



N0 2 

N- ( 4 -nitro-2 -pl^enoxypheny 1 ) methanesul f onamide , 

. . i 



14) 



OC 2 H 5 



r CF a 



CI 



? 



H 3 C 



10 



15) 



3- (3 , 4-dif luorophenorty) -5 , 5-dimethyl-4- [4- 
(methylsulfonyl)phenyu] -2 (5H) -furanone, 

NHS0\CH 3 F 



N- [6- [ (2, 4-dif luorophenylu thio] -2 , 3-dihydro-l- 
oxo-lH-inden-5-yl ] me thaneiulf onamide , 



WO 00/37107 



-389- 



PCT/US99/30776 



16) 



17) 



18) 




3 - ( 4 -chlorophenyl ) - 4 - [ 4 - 

(methylsulf oiWl) phenyl] -2 (3H) -oxazolone, 




4 - [ 3 - ( 4 - f luorophinyl ) -2 , 3 -dihydro-2 -oxo- 4 - 
oxazolyl] benzeneslalf onamide, 



10 



3 - [4 - (methylsulf onyiy phenyl] -2 -phenyl -2- 
cyc lopenten- 1-one , 



WO 00/37107 



PCI7US99/30776 



-390- 

19) 




WO 00/37107 



PCT/US99/30776 



-391- 



22) 



-CF a 



4- [5-phenylJ -3-\(trif luor omethy 1 ) -lH-pyrazol-1- 
y 1 ) benzenesul f ojtamide , 



23) 



A 
O 0 



4- [l-phenyl-3- (trif ludromethyl) -lH-pyrazol-5- 
yl] benzenesul f onamide, ) 



24) 



4- [5- (4-f luorophenyl) -3- (trif luoromethyl) -1H- 
pyrazol - 1 -yl ] benz enesul f onankde , 



WO 00/37107 



PCT/US99/30776 



-392- 




WO 00/37107 



PCT/US99/30776 



-393- 



28) 



29) 



3- (4-f luoroplknoxy) -4- 

[ (methylsulfon^l) amino] benzenesulf onamide; 

NHS0 2 CH 3 CH ( 



3 - [ {l-methyl-lH-imidazol-2-yl) thio] -4 
[ (methylsuifonyl) amino] benzenesulf onamide, 



30) 



10 




5, 5-dimethyl-4- [4- (met&ylsulf onyl) phenyl] -3- 
phenoxy-2 {5H)-furanone,\ 



WO 00/37107 



PCT/US99/30776 



-394- 




WO 00/37107 



PCT/US99/30776 



-395- 



34) 



4- [5- (4-chloropThenyl) -3- {dif luoromethyl) -1H- 
pyrazol-l-yl] beAzenesulf onamide, - 



35) 




3- [1- [4- (methylsulf onyA) phenyl] -4- 
(trif luoromethyl) -lH-imidazol -2 -yl] pyridine, 



WO 00/37107 



-396- 



PCT/US99/30776 



36) 




O > 



4- [2- (3-pyridinyVl) -4- ( trif luoromethyl) -1H- 
imidazol-l-yl] bei^zenesulf onamide, 



37) 



H 2 N, 



CH 2 OH 



//\\ 
O O 



4- [5- (hydroxymethyl) -3yphenylisoxazol-4- 
yljbenzenesulfonainide, 



38) 



Ck 



"2% 

4 - [ 3 - ( 4 -chlorophenyl ) -2 , 3 -dihydrb -2 -oxo- 4 • 
oxazolyl ] benzenesulf onamide , I 



WO 00/37107 PCT7US99/30776 

-397- 




WO 00/37107 



-398- 



PCI7US99/30776 



42) 




43) 



4 - (2 -phenyl -3 Apyridinyl ) benzenesulf onamide , 
NHS0 2 CH 3 




N- ( 2 , 3 -dihydro - 1 , 1 -dioxidd- 6 -phenoxy- 1,2- 
benz i so thiaz o 1 - 5 -y 1 ) mfethanesul f onamide , and 



44) 



O v H 



H 



H 



10 



N- [3- (formylamino) -4-oxo-6Vphenoxy-4H-l- 
benzopyran-7-yl ] methanesul itonamide , 



WO 00/37107 PCT/US99/30776 

-399- 




WO 00/37107 



PCT/US99/30776 



-400- 



118. The conciliation of claim 115 wherein the 
cycloo7xygenase r 2 inhibitor is 2- (3 , 5-dif luorophenyl) -3- 
4- (methylsulfonyl)pAenyl) -2-cyclopenten-l-one. 

119 . The combination of Claim 115 wherein the 
cyclooxygenase-2 inhibitor is 



H 2 N0 2 S 





4- [5- (4-methylAhenyl) -3- (trif luoromethyl) -1H- 
pyrazol-l-yl] -Henzenesulf onamide . 
120. The combinatiot of Claim 115 wherein the 
10 cyclooxygenase-2 inhibitor is 



rofecoxib, 4- (4- (methylsulf onyDphenyl] -3- 
phenyl-2 (5H) -furanoite . 

15 121. The combination of Ipiaim 115 wherein the 

cyclooxygenase-2 inhibitor is 

H 2 N0 2 S 



H 3 C' 



4- (5-methyl-3-phenylisox4zol-4- 
yl ) benzenesulf onamide . 



WO00/37107 



PCT/US99/30776 



-401- 



122. The combination of Claim 115 wherein the 
cyclooxygenase-2 inhibitor is N- [ [4- (5-methyl-3- 
phenylisoxazol-4yl] ph&nyl] sulf ony 1 ] propanamide . 

123. The combination of Claim 115 wherein the 
5 cyclooxygenase-2 inhibitor is 



-CF 3 



10 



4- [5- (4-chorophenVl) V3- (trif luoromethyl) -1H- 
pyrazole-l-yl]benAenesulfbnamide. 

124. The combination of\ciaim 115 wherein the 
neoplasia is selected from thfc group consisting of lung 
cancer, breast cancer, gastrointestinal cancer, bladder 
cancer, head and neck cancer akd cervical cancer. 

125. The combination of OLaim 115 wherein the 
neoplasia is selected from the Woup consisting of acral 

15 lentiginous melanoma, actinic keratoses, adenocarcinoma, 
adenoid eyes tic carcinoma, adenoAas, adenosarcoma; 
adenosquamous carcinoma, astrocytic tumors, bartholin 
gland carcinoma, basal cell carcirioma, bronchial gland 
carcinomas, capillary, carcinoids, \ carcinoma, 
carcinosarcoma, cavernous, cholangibcarcinoma, 
. chondosarcoma, choriod plexus papilloma/carcirioma, clear 
cell carcinoma, cystadenoma, endodertoal sinus tumor, 
endometrial hyperplasia, endometrial tetromal sarcoma, 
endometrioid adenocarcinoma, ependymai, epitheloid, 
25 Ewing's sarcoma, ' fibrolamellar, focal ijodular 

hyperplasia, gastrinoma, germ cell tumofcs, glioblastoma, 



20 



WO 00/37107 



PCT/US99/30776 



10 



15 



20 



-402- 

glucagonoma, hemahgiblastomas, hemangioendothelioma, 

hemangiomas, hepatiic adenoma, hepatic adenomatosis, 

hepatocellular carcinoma, insulinoma, intaepithelial 

neoplasia, interepiVhelial squamous cell neoplasia, 

invasive squamous cdLLl carcinoma, large cell carcinoma, 

leiomyosarcoma, lentigo maligna melanomas, malignant 

melanoma, malignant mtesothelial tumors, medulloblastoma, 

medulloepithelioma, melanoma, meningeal, mesc-thelial, 

t y . 

metastatic carcinoma, inucoepidermoid carcinoma, 

neuroblastoma, neuroepithelial adenocarcinoma nodular 

melanoma, oat cell carcinoma, oligodendroglial, 

osteosarcoma, pancreatid polypeptide, papillary serous 

adenocarcinoma, pineal call, pituitary tumors, 

plasmacytoma, pseudosarcofoa, pulmonary blastoma, renal 

cell carcinoma, retinoblastoma, rhabdomyosarcoma/ 

sarcoma, serous carcinoma,\ small cell carcinoma, soft 

tissue carcinomas, somatosnatin-secreting tumor, 

squamous carcinoma, squamous? cell, carcinoma, 

submesothelial, superficial \spreading melanoma, 

undifferentiated carcinoma, uveal melanoma, verrucous 

carcinoma, vipoma, well differentiated carcinoma, and 

Wilm's tumor. 



25 



126. The combination of Claim 115 wherein the 
matrix metalloproteinase inhibitor is selected from 
compounds, and their pharmaceutifcally acceptable salts 
thereof, of the group consisting lof: 



-403- 



PCT/US99/30776 



H 



HCl\ N 




CF 3 



N-hydroxy-1- ( 4 -mdthylphenyl ) -4- [ [ 4 - [ 4- 
ftrif luoromethyl) fthenoxy] phenyl ] sulf onyl] -4- 
piperidinecarboxamlde monohydrochloride ,- 





CF 3 
O 



l-cyclopropyl-N-hydroxy-4- [ [4- [4- 
(trifluoromethoxy)phenoxyfl phenyl] sulf onyl] -4- 
piperidinecarboxamide mondhydrochloride, 



-404- 



PCT/US99/30776 



\9 o v o 

H ^N^^5T N 
H 



HC1 \N 




CF 3 
0 



N-hydroxy-1- (pheWlmethyl ) -4- [ [4- [4- 
(fcrif luoromethox^phenoxy] -1- 
piperidinyl] sulf oiWl] -4-piperidinecarboxamide 
monohydrochloride , 




<<7 




CF 3 



N-hydroxy-l : ^ (4-pyridinylmfethyl)^4- [ [4- [4- 
( trif luoromethyl ) phenoxy] Aienyi ] sulf onyl] -4- 
piperidinecarboxamide dihy&rrochloride, 



PCT/US99/30776 

-405- 




N -hydroxy- 1- (4-pyridinylmethyl) -4- [ [4- [4- 
(trifluoromethyl)pherfpxy] phenyl ] sulfonyl] -4- 
piper idinecarboxamidel dihydrochloride , 




N-hydroxy-1- ( 3 -pyr idinylmdthyl ) -4- [ [4 - [4- 
( trif luoromethyl ) phenoxy] phenyl J sulfonyl ] -4- 
piperidinecarboxamide dihydrochloride, 



WO 00/37107 



-406- 



PCT/US99/30776 



8) 



9 o. 



\OHN 




-N HCI 

f ■ •• 

N-hydroxy-1- (2-pyWdinylmethyl) -4- [ [4- [4- 
( trif luoromethyl) Ahenoxy J phenyl ] sulfonyl] -4- 
piperidinecarboxamide monohydrochloride , 



9) 



10 



o ir ^ o 
6h \o h 

■■ British Biotech BB-25161 (Marimastat) , : N4-[2,2- 
dimethyl- 1- [ (methylamiAo) carbonyl ] propyl] - 
Nl,2 -dihydroxy-3 (2-met\iylpr6pyl) -, [2S- 
[N4(R*) f 2R*,3S*]]-), 



WO 00/37107 



PCT/US99/30776 



10) 



-407- 



HOl 




10 



15 



11) 



Bayer Ag Bay-12V9566, 4- [ (4 ' -chloro [1, 1 • - 
iphenyl]- 4-yl)oVcy]-2- 
t (phenylthio)met^yl]butanoic acid, 

HOHN 



Agouron Pharmaceuticals AG- 3340 ; N-hydroxy-2,2 
dimethyl-4-[ [4-(4- 
pyridinyloxy) phenyl ]sillfonyl] 3- 
thiomorpholinecarboxamlde , 

12) CollaGenex Pharmaceutidals CMT-3 (Metastat) , 
6-demethyl-6-deoxy-4- 
dedimethylamino tetracycline , 

13) Chiroscience D-2163, 2- VlS- (f(2R,S)- 
acetylmercapto- 5- phthaMmido]pentanoyl- L- 
leucyl) amino- 3- me thy lbutyl] imidazole, 



WO 00/37107 



PCT/US99/30776 



-408- 



10 



14) 



15) 



16) 



HOHN 



HOHN 



15 




N-hydroxy-4- [ M- (phenyl thio ) phenyl ] sulf onyl] ■ 
1- (2-propynyl) -M-piperidinecarboxaiuide 
monohydrochloric 

O 

N 



N-hydroxy-1- (2-methoxyfethyl) -4- [ [4- [4 
(trif luoromethoxy) pheiioxy] phenyl] sulf onyl] -4- 
piperidinecarboxamide m&nohydrochloride, 



N-hydroxy- 1 - ( 2 -me thoxye thyl )-&-[[ 4 - [ 4 - 
( trif luoromethyl ) phenoxy] phen^ ] sulf onyl ] -4 - 
piperidinearboxamide , 



WO 00/37107 



PCT/US99/30776 



-409- 




17) 



18) 



19) 



HOW 



9 0. 



A 



HCi 



l-cyclopropyI-N-hydroxy-4- [ [4- [4- 
; , ( trifluorometihyljphenoxy] phenyl ] sulf onyl] - 4- 
piperidinecarmoxami.de monohydrochloride , 



HOHNf 



4- [ [4- (cyclohexylthio) phenyl] sulf onyl] -N- 
hydroxy-1- (2-propy^yl) -4-piperidinecarboxamide 
monohydrochloride , 



9 o 



HOHN' 



15 



4-[[4-<4- . 
chlorophenoxy) phenyl] sxkfonyl] tetrahydro-N- 
hydroxy-2H-pyran-4-carb&xamide , . 



WO 00/37107 



20) 



PCT/US99/30776 



-410- 



HOHN\ 



° v 



.OCH 3 




21) 



N-hydroxy-4-I[4- (4- 

methoxyphenoxV ) phenyl ) sulf onyl ] -1- J 2 - 

propynyl ) -4 -piper idinecarboxamide , 



HOHN' ^ 



l-cycloprbpyl-4- |\[4- [ (4- 
f luorophenyl) thio\ phenyl] sulf onyl] -N-hydroxy- 
4 -piper idinecarbosqamide f 



22) 



HOHN' 



15 



l-cyclopropyl-N-hydrcixy-4- [ [4r 
(phenyl thio) phenyl] sutLfonyl] -4- 
piperidinecarboxamidel 



WO 00/37107 



PCT/US99/30776 



23) 



tetrahydro-N-yiydroxy-4- [ [4 - (4- 
pyridinylthio phenyl] sulf onyl] -2H-pyran-4- 
carboxamide, *a$d 



24) 



10 



15 




tetrahydro-N-hydroxy-4- [ [4 - [4- 
( trif luoromethyl ) pnenoxy] phenyl ] sulf onyl] -2H- 
pyr an- 4 -carboxamidel 
The combination of \Claira 115 wherein the 



127. 



matrix metalloproteinase inhibitor is 



CH 3 

N-hydroxy-1- ^methylphen^l) -4- [ [4- [4- 
( tr if luoromethyl ) pnenoxy] rihenyl] sulf onyl] -4- 
piperidinecarboxamide mononydrochlor ide . 



WO 00/37107 



PCT/US99/30776 



-412- 



128. The combination of Claim 115 wherein the 
matrix metalloproteVnase inhibitor is 




l-cyclopropylWhydroxy-4- [ [4- [4- \ 
(trif luoromethbxy)phenoxy] phenyl] sulfonyl] -4- 
piperidinecarbAxamide monohydrochloride. 
129. The combination! of Claim 115 wherein the 
matrix metalloproteina.se inhibitor is * 



10 




N-hydroxy-1- (phenylmethyl) -4- [ [4- [4- 
(trifluoromethoxy)phenbxy] -1- 
piperidinyl].sulfonyl]-\-piperidinecarbpxamide 

monohydrochloride. 



WO 00/37107 PCT/US99/30776 

-413- 

130. The combination of Claim 115 wherein the 
matrix metalloproteinase inhibitor is 



H ^N^T N 



HCll N 




CF 3 



H 3 C 

N-hydroxy-1- { 4-pyridinylmethyl ) -4- [ [4- [4- 
(trifluoromethyl)phenoxy]phenyl] sulf onyl] -4- 
piperidinecarboxamide dihydrochloride . 
131. The combination! of Claim 115 wherein the 
matrix metalloproteinase Inhibitor is 



10 




CH 3 

N-hydrbxy-2 3-dimetlhoxy-6- [ [4 - [4- 
( trif luoromethyl ) phenoxy ] -1- 
piperidinyl] sulf pnyijbenzamide . 



WO 00/37107 PCI7US99/30776 

-414- 

132. The combination of Claim 115 wherein the 
matrix metalloproteiJnase inhibitor is 



133, 



N-hydroxy-1- (4-pyridinylmethyl) -4- [ [4 - [4- 
(trif luoromethjyljphenoxy] phenyl] sulfonyl] -4- 
piperidinecarbpxamide dihydrochloride . 
The combination of Claim 115 wherein the 



matrix metalloproteinase I inhibitor is 



10 



15 




N-hydroxy-1- (3-pyriLdinylmethyl) -4 - [ [4 - [4- 
(trif luorome thy l)pmenoxy] phenyl] sulfonyl] -4- 
piper idinecarboxamilde dihydrochloride . 



WO00/37107 PCT/US99/30776 

-415- 

134. The combination of Claim 115 wherein the 
matrix metalloproteinase inhibitor is 



?\'%P 



HOHN 




;N HCI 

N-hydroxy-1- (2-p^ridinylmethyl) -4- [ [4- [4- 
( trif luoromethyliphenoxy] phenyl] sulf onyl] -4- 
piperidinecarboxamide monohydrochloride . 
< 135. The combination ok Claim 115 wherein the 
10 matrix metalloproteinase inhibitor is 



15 



HOHN' 

British Biotech BB-2E 
dimethyl- 1- [ (methylc 
Nl,2 -dihydroxy-3 (2- 
: [N4(R*) f 2R*,3S*]]-). 



k H 



L6 (Marimastat) , N4-[2,2- 
ino ) carbony 1 ] propyl ] - 
aethylpropyl ) - , [2S- 



PCT/US99/30776 
WO 00/37107 

-416- 

136. The combination of Claim 115 wherein the 
matrix metalloproteinkse inhibitor is 



HO> 



10 



'CI 

Bayer Ag ' Bay-12^9566, 4-[ (4 ' -chloro[l, V - 
iphenyl]- 4-yl)cW]-*2- 
[ (phenyl thio) methyl] butandic acid. 

137. The combination df Claim 115 wherein the 
matrix metal loproteinase inhibitor is 



Agouron Pharmaceuticals AG-3340, N-hydroxy- 
2,2-dimethyl-4-[ [4-(4-\ 
!5 pyridinyl oxy ) phenyl Jsuifonyl] - .3- 

thiomorpholinecarboxamiae . 

138. The combination of ClaiiA 115 wherein the 
matrix metalloproteiiiase inhibitor\is CollaGenex 
Pharmaceuticals CtfT-3 (Metastat) , ^-demethyl-6-deoxy-4- 

20 dedimethylaminot etracyc line . 

139. The combination of Claim il5 wherein the 
matrix metalloproteinase inhibitor iW Chiroscience- p- 



WO 00/37107 



PCT/US99/30776 



-417- 



2163, 2- [IS- {[12R,S)- acetylmercapto- 5- 
phthalimidojpentahoyl- L- leucyl) amino- 3- 
methylbutyl] imidazole. 

5 140. The method of Claim 1 wherein the 

antineoplastic agent is anastrozole. 

141. The methdd of Claim 1 wherein the 
antineoplastic agen^ is calcium carbonate. 

10 

142. The method! of claim 1 wherein* the 
antineoplastic agent lis exemestane. 

143. The method 4>f Claim 58 wherein the combination 
15 is administered in a sequential manner. 

144. The method ot Claim 58 wherein the combination 
is administered in a substantially simultaneous manner. 

20 145. The method ot claim 1 wherein the 

antineoplastic agent is exemestane. 



146. A method, for treating or preventing a 
neoplasia disorder in a mammal in need of such treatment 
25 or prevention, which method comprises administering to 
said mammal a therapeuticatly-ef f ective amount of a 
combination of a cyclooxyginase-2 inhibitor and a matrix 
metalloproteinase inhibitor, wherein said matrix 
metalloproteinase inhibitor! is selected from compounds , 
30 and their pharmaceutical^ Acceptable salts thereof, of 
the group' consisting of: 



WO 00/37107 



-418- 



PCT/US99/30776 



1) 



H N 
H 




CF 3 



?H 3 r , : 

N-hydroxy-1- (4-nfethylphenyl) -4- [ [4- [4- . 
( trif luoromethyl Jlphenoxy ] phenyl ] sulfonyl] -4- 
piperidinecarboxainide monohydrochloride, 



10 



2) 





CF 3 
O 



l-cyclopropyl-N-hydroxyV-4- [ [4- [4- 

( trif luoromethoxy)phenoiy]phienyl] sulfonyl] -4- 

piperidinecarboxamide monohydrochloride , 



-419- 



PCT/US99/30776 




N-hydroxy-1- {piWylmethyl ) -4- [ [4- [4- 
( trif luorometho^y) phenoxy] -1- 
piperidinyl] sulf<Wl] -4-piperidinecarboxamide 
monohydrochlor ide \ 




XT 



N-hydroxy-1- (4-pyridinylmethyl) -4- [ [4- [4- 
(trif luoromethyl) phenoxy] phenyl] sulf onyl] -4- 
piperidinecarboxamide dihydrqchloride, 



WO 00/37107 



-420- 



PCT/US99/30776 



5) 



H 3 C 




^CF 3 



10 



15 



6) 



7) 



CH 3 

N-hydroxy-2l 3-dimethoxy-6- [ [4- [4- 
( tri f luoromdthyl ) phenoxy ] - 1- 
piperidinyl ] kul f onyl ] benzamide , 



V 

hohnt ixr ^sr^ 




cf. 



HCI 



HCI 



N-hydroxy-l-(4-ptfridinylmethyl)-4-[[4-[4- . 
(trifluoromethyl)bhenoxy] phenyl] sulf onyl] -4- 
piperidinecarboxaAide dihydrochloride, . 



O q wV( 

HOHN'^XfS 




XT 



N-hydroxy-1- (3-pyridknylmethyl) -4- [ [4- [4- 
( trif luoromethyl ) phehoxy ] phenyl ] sulf onyl ] -4- 
piperidinecarfc>oxamidA dihydrochloride , 



WO 00/37107 



PCT/US99/30776 



10 



8) 



9)' 



-421- 



N-hydroxy-1- (2-py^dinylmethyl) r 4- [ [4- [4- 
(trif luoromethyDpttenoxy] phenyl] sulf onyl] -4- 
piperidinecarboxamidp monohydrochloride , 




CH 3 



HOHN 



British Biotech BB-2516 (rtarimastat) , N4- [2, 2- 
dimethyl- 1- time thylamino ) darbonyl] propyl ] - 
Nl,2 -dihydroxy-3 (2-methylp^opyl) -, [2S- 
[N4'(R*),2R*,3S*}]-h ' 



WO 00/37107 



10) 



PCT/US99/30776 



-422- 



11) 



?ci 

-Bayer Ag Bay-12-95^6, 4- [ (4 • -chloro [1, 1' 
iphenyl]- 4-yl)oxy]A2- 
[(phenylthio)methyl]Butanoic acid, 



HOHN^O 



10 



15 



(Metastat) , 



Agouron Pharmaceuticals AG-^40 , N-hydroxy-2 , 2 
, dimethyl-4-[[4-(4- 

pyridinyloxy) phenyl] sulf onyl] U- 
thiomorpholinecarboxamide , 

12) CollaGenex Pharmaceuticals GMT- 
6-demethyl-6-deoxy-4- 
dedimethylamino tetracycline , 

13) Chiroscience D-2163, 2- [IS- ([I 
acetylmercapto- 5- phthalimido]peAtanoyl- L- 
leucyl) amino- 3- methylbutyl] imidazole, , 



*,S)- 



WO 00/37107 



PCT/US99/30776 



-423 



10 



14) 



15) 



N-hydroxy-4-Y [4- (phenyl thio) phenyl ] sulf onyl ] - 
1- (2-propynyl\ -4-piperidinecarboxaiide 
monohydrochlorlde , 

o o N 

HOHN^X^ 



16) 



15 




N-hydroxy-1- (2-methoxVethyl) -4- [ [4- [4 
(trif luoromethoxy) phehoxy] phenyl] sulf onyl] -4- 
piperidinecarboxamide mpnohydrochlor ide > 



HOHN 



N-hydroxy-1- (2-methoxyethyl)V-4- [ [4- [4- 
(trif luoromethyl)phenoxy] phenyl] sulf onyl] -4- 
piper idinearboxamide , 



WO 0007107 



-424- 



PCT/US99/30776 



17) 



HOHN' 




10 



18) 



l-cyclopropyl-Nt-hydroxy-4- [ [4- [4- 

(trif luoromethyl) phenoxy] phenyl] sulf onyl] -4- 

piperidinecarboxkmide monohydrochloride, 



HOHN 




4- 1 [4- (cyclohexylthio\ phenyl] sulf onyl] -N- 
hydroxy-l-(2-propynyl)\-4-piperidinecarboxamide 

monohydrochloride, 



19) 



HOHN 





15 



4-[[4-(4- 

chlorophenoxy) phenyl] sulf Wl] tetrahydro-N- . 
hydroxy-2H-pyran-4 -carboxaWide , 



WO 00/37107 



PCT/US99/30776 



20) 




-425 



V 

HOHN' IX S ^r^i r^Y°° Hz 



21) 



N -hydroxy- 4- [ [tt- (4- 

methoxyphenoxytohenyl) sulf onyl ] -1- (2- 
propynyl) -4-pipferidinecarboxamide, 



HOHN 



22) 



15 




l-cyclopropyl-4- [ [4V [ (4- 

f luorophenyl) thio ] phenyl ] sulfonyl] -N-hydroxy- 
4 -piper idinecarboxamlLde , 



HOHN 



l-cyclopropyl-N-hydroxy-4- [ [4- 
(phenylthio) phenyl] sulf onVl] -4- 
piper idinecarbpxamide , 



WO 00/37107 



-426- 



PCTAJS99/30776 



23) 



24) 



9 Q w0 




\HOHN 



tetrahydrd-N-hydroxy-4- 1 [4- (4- 
pyridinylAio)phenyl]sulfonyl]-2H.pyran-4- 

carboxamide\ and * 



HOHN' 




10 



tetrahydro-N-h^droxy-4- [ [4- [4- 
; (trif luoromethy\)phenoxy]phenyl] sulf onyl] -2H- 

pyran-4-carboxama.de. 



147 . The method of Claim 146 comprising 
administering to said mammaAa therapeutically-ef fective 
amount of a combination of an\ cyclooxygenase-2 
15 inhibitor, a matrix metal proteinase inhibitor, and an 
antineoplastic agent, wherein ihe antineoplastic agent 
is selected from the group consisting of anastrozole, 
calcium carbonate, capecitabinel carboplatin, cisplatm, 
Cell Pathways CP-461, dpcetaxelA doxorubicin, etoposxde, 
20 fluorouracil (5-FU), fluoxymestriW, gemcitabine, 
goserelin, irinotecan, ketoconazole, letrozol,. 
leucovorin, levamisole. megestrol A mitoxantrone, 
paclitaxel, raloxifene, xetinoic acid,, tamoxifen, 

thiotepa, topotecan, toremifene, viWelbine, 
' 25 vinblastine, vincristine, selenium Selenomethionine), 



WO 00/37107 



PCT/US99/30776 



-427- 

ursodeoxycholic acid,\ sulindac sulfone and eflornithine 
(DFMO) 

148. The method of Claim 146 comprising 
5 administering to said nkmmal a therapeutically-ef fective 
amount of a combination! of radiation, a cyclooxygenase-2. 
inhibitor* and a matrix nietalloproteinase inhibitor. 



10 



149. A combination Comprising a cyclooxygenase-2 
inhibitor and a matrix mttalloproteinase inhibitor, 
wherein said matrix metailoproteinase inhibitor is 
selected from compounds, knd their pharmaceutical^ 
acceptable salts thereof , \of the group consisting of: 
. U 



15 



H N 
H 






CF 3 



N-hydroxy-1- (4-methyl^henyl) -4- 1 [4- [4- 
( trif luoromethyl ) phenoiy J phenyl ] sulfonyl] -4- 
piperidinecarboxamide n|onohydrbchlor ide , 



20 . 2) 



WO 00/37107 



-428- 



PCTAJS99/30776 



3) 




l-cyclopropyfrN-hydroxy-4-[[4-[4- .. 

( tr if luorometLxy) phenoxy] phenyl] sulfonyll-4- 

piper idinecarbbxamide monohydrochloride , 




10 



N-hydroxy-1- (phenylmeVhyl) -4- [ [4- [4 
(trif luoromethoxy)phenbxy] -1 
piperidinyl] sulf onyl] -4 
monohydrochloride , 



piperidinecarboxamide 




WO 00/37107 



5) 



6) 



PCT/US99/30776 



-429- 



N-hydroxy-VL- (4-pyridinylmethyl) -4- [ [4 - [4- 
(trif luoroAethyl)phenoxy] phenyl] sulfonyl] -4- 
piperidineckrboxamide dihydrochloride, 



H 3 C 



CH 3 



N-hydr oxy- 2 , 3 -diiAe thoxy- 6 - [ [ 4 - [ 4 - 
( trif luoromethyl ) jphenoxy] -1- 
piperidinyl ] sulf oiiyl ] benzamide , 



9 O 



HOHN' 



HC 



0 



7) 



N-hydroxy-1- (4-pyridiAylmethyl) -4- [ [4- [4- 
( trif luoromethyl ) phenoky ] phenyl ] sulfonyl ] -4- 
piperidinecarboxamide dihydrochloride, 



9 Q 



HOHN' 



,CF a 



5 



l HCI 
KJ HCI 



WO 00/37107 



PCTAJS99/30776 



-430- 



N-hydroxy-l4(3-pyridinylmethyl) -4- 1 [4- 14- 
(trif luoromethyl)phenoxy]phenyl] sulf onyl] -4- 
piper £ dinecakoxamide dihydrochloride , 



8) 



HOh 




■M HCI 



10 



N-hydroxy-1- (2-piridinylmethyl) -4- [ [4- [4- 
(trif luoromethyl)Wnoxy]phenyl] sulf onyl] -4- 
piperidinecarboxalide monohydrochloride,' 



15 



HOHN' 



i H 



British Biotech BB-2fel6 (Marimastat) , N4-[2,2 
dimethyl- 1- [ (methylUno) carbonyl] propyl] - 
Nl,2 -dihydroxy-3 (2-Jmethylpropyl) -. [2S- 
[N4(R*),2R*,3S*]]-), 



10) 



* 



WO 00/37107 



-431- 



PCT/US99/30776 



Bayer Ag Bay-12-We, 4- { (4 ' -chlor6[l, i ' • 
iphenyl] - 4-yl) ojJy] -2- 
t(phenylthio)meth*l]butanoic acid, 



ID . 



HOHN s ^O\ 




Agouron Pharmaceutical^ AG-3340 , N-hydroxy-2 , 2 

dimethyl-4-t[4-{4- 
10 pyridinyloxy) phenyl Jsulfonyl] 3- 

thiomorpholinecarboxamic 
12) CollaGenex Pharmaceuticals CMT-3 (Metastat) , 

6 - deme thy 1 - 6 -deoxy- 4 - 

dedimethylaminotetracycline, 
15 13) Chiroscience D-2163, 2- [IS- {[(2R,S)- 

acetylmercapto- 5- phthaliikdolpentanoyl- L- 

leucyl) amino- 3- methylbutyl] imidazole, 



WO 00/37107 



14) 



PCT/OS99/30776 



-432- 



HOHN 




HC1 



N-hydroxy^4-l[4-(phenylthio)phenyl]suifonyl]- 
1- (2-propynyl) -4-piperidinecarboxamide 
monohydrochlokide, 



15) 



HOHN' 




.OCF 3 



10 



15 



N-hydroxy-1- (2-mithoxyethyl) -4- [ [4- [4 

(trif luoromethoxA) phenoxy] phenyl) sulf onyll- 
piperidinecarboxalide monohydrochloride. 



16) 



0 O , 
HOHN p>C 

N 



„CF 3 



N-hydroxy-1- (2-metho^rethyl) -4- [ [4- [4- 
( trif luoromethyDphen^xylphenyl] sulf onyll - 
piperidinearboxamide , 



WO 00/37107 



17) 



PCT/US99/30776 



-433- 




HCI 



18) 



l-cyclopropyl-NWdroxy-4- [ [4- [4- 
(trif luoromethylWnoxylphenyl] suif onyl] -4- 
.piper idinecarboxlide monohydrochloride, 



HOHN' 



10' 



4 _ t [4 - (cyclohexylthiWhenyll sulf onyl] -H- 
. hy droKy-l-(2-propyny\)-4-piperidinecarboxa m ide 

monohydrochloride , 



19) 



15 



o o o 

. HOHN >< 
0 

Ihllrophenoxy) phenyl] sulf onyl] tetrahydro-N- 
" hydroxy-2H-pyran-4-carboxakde, 



* 



PCT/US99/30776 



WO .00/37107 



-434- 



20) 



,21) 



N-hydroxy-4-V [4- (4- 
methoxyphenoi-jphenyl) sulf onyl] -1- (2- 
propynyl) -4-piperidinecarboxamide, 



HOHN' 



15 



N \ 



l-cyclopropyl-4- 1 [V- H4- 

f luorophenyl) thio] Phenyl] suif onyl] -N-hydroxy 
4 -piper idinecarbos 



ilide, 



22) 



HOHN 



9 V 




N 

A- 



l-cyclopropyl-N-hydroxy-4-t [4- 

(phenylthio) phenyl] sulf oh^l] -4- 
piperidinecarboxamide, 



WO 00/37107 



t 



PCT/US99/30776 



-435- 



23) 



HOr 



9 V 




10 



. tetrahydro-N-Woxy-4- [ [4- (4- 
pyridinylthiOyenyl] sulf onyl] -2H-pyran-4- 
carboxamide , 



24) 



9 OA 6 



HOHN 




tetrahydro-N-hydroriv-4- [ [4- [4- 
( trifluoromethyl)ph^oxylphenyllsulfonyir-2H- 

pyran-4-carboxamide . 



